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Editorial
Biologic Agents in the Treatment of Rheumatic Diseases with Chronic Viral Infection. Where Are We?
Biologic agents have increased the therapeutic armamentarium against immune-mediated disorders, and particularly rheumatic diseases such as rheumatoid arthritis (RA) and ankylosing spondylitis (AS). Nevertheless, infectious side effects are a major concern in the use of these biologics, especially anti-tumor necrosis factor (TNF) agents 1 . In this context, the use of TNF blockers in patients with chronic viral infection seems hazardous, and represents an unresolved issue 2 .
In this issue of The Journal, Zingarelli, et al 3 report 3 cases of patients with RA positive for HBsAg, in which anti-TNF therapies (etanercept, infliximab then etanercept, adalimumab) under prophylactic use of lamivudine were not associated with hepatitis reactivation, even after anti-TNF discontinuation with prolonged lamivudine therapy.
In one of their cases, an increase in HBV viral load occurred after discontinuation of methotrexate. Methotrexate was reported to induce subfulminant hepatitis B virus reactivation after its withdrawal 4, 5 . This illustrates the interactions of the underlying condition and the associated immunosuppressive therapy that may confuse our interpretation of the responsibility of the biologic agent in viral reactivation.
Irrespective of chronic viral infection, anti-TNF agents may induce immune-mediated hepatitis 6 , with different risk between chimeric antibody and soluble receptor. Although uncommon, this possibility should be kept in mind and ruled out in case of acute hepatitis occurring under TNF blockers.
Anti-TNF should be used with great caution in patients with chronic hepatitis B 7 . Only a few reports are available describing such a situation, as emphasized by Zingarelli, et al 3 , sometimes due to an incomplete screening before starting anti-TNF therapy. This reactivation may occur whatever currently available anti-TNF agent is used, illustrating a class effect of these agents, and the implication of TNF-α and its receptors in the immune-mediated control of viral replication 8 .
It may be important to account for the underlying disease. In RA, there are currently alternative biologic therapeutic options to TNF blockers, but this is not the case in other conditions such as AS. We recently encountered 4 cases of HBsAg-positive patients with AS treated with anti-TNF agents 9 . In 2 cases, HBsAg positivity was a finding of the pretherapeutic screening; in the 2 other cases, chronic viral infection was known before the rheumatic disease began. In 2 cases, lamivudine treatment was initiated after a short-term reactivation (increase in viral load), and in 2 cases antiviral therapy was concomitant to initiation of anti-TNF, with control of the viral disease for a 12-48 month followup. We agree with Zingarelli, et al 3 about the interest of longterm followup of these patients, even after withdrawal of anti-TNF therapy. Because of their potent antiviral activity associated with a high barrier to resistance, entecavir and tenofovir are the first-line antiviral therapies now recommended in chronic hepatitis B 10 . However, the majority of HBV reactivations associated with anti-TNF reported to date were controlled by lamivudine, the first available nucleoside analog efficient against HBV. The literature review in the article by Zingarelli, et al 3 shows that lamivudine was efficacious if initiated before anti-TNF treatment or in the case of hepatitis reactivation. Nevertheless, acquired resistance commonly occurred after several months of lamivudine therapy 11 , as in one of our cases 9 after 42 months and 3 successive anti-TNF agents. The addition of a second antiviral agent (adefovir) despite ongoing anti-TNF therapy led to the subsequent control of viral load in our case. Recently, a HBsAg-positive patient with RA receiving tocilizumab (anti-interleukin 6 receptor antibody) for more than 5 years along with entecavir was reported to have no exacerbation of hepatitis 12 . All these cases emphasize the need for tight followup of HBV viral load in HbsAg-positive patients receiving anti-TNF, and biologic treatment in general.
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The Journal of on June 24, 2017 -Published by www.jrheum.org Downloaded from Surprisingly, few cases of HBsAg-positive carriers treated with anti-TNF without antiviral therapy did not experience HBV reactivation over a 12 month followup period 13 . Conversely, HBV reactivation under anti-TNF has been reported in some HBsAg-negative, HBc and HBs antibody-positive patients, suggesting that occult HBV infection may be exacerbated by anti-TNF 14 . Such an event, however, seems uncommon: preliminary results of 34 month followup of 21 HBsAg-negative, HBc and HBs antibody-positive patients with inflammatory rheumatism pattern treated by TNF therapy showed no HBV reactivation 15 .
Viral reactivations under anti-TNF are not restricted to HBV 16 or rheumatologic illness 3 . HBV reactivation under rituximab has been demonstrated, despite antiviral therapy, in hematological conditions 17, 18 , as well as in AS 19 . A retrospective study 20 reported 64 cases of viral infection in patients receiving rituximab to treat lymphoma; the infection was mainly due to HBV (39%), cytomegalovirus (23%), and varicella zoster virus (9%).
An expert group of the French Society for Rheumatology recommends serological testing for HBV before starting rituximab. In case of HBV infection, advice from a hepatologist must be obtained before making treatment decisions 21 .
Obviously, the situation is not unequivocal, and practical guidelines based upon case records as proposed in the article 3 are useful for current practice, since prospective randomized studies in these at-risk patients would probably not be performed.
